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REMARK S 

L Application St itus 

Claims 1-2 )3 are pending in the instant application. Claim 204 has been canceled 
without prejudice. Claims 4, 5, 3:.:. 44, 64, 66, 67, 71, 99, 131, 133, 134, 138, 160, 161, 
166, 198 and 200- 201 have been amended. Claims 1-201 and 203 stand rejected Claim 
202 has been indicated as being allowable. 

II. Amendments 

1) Specification 

Amendments to the specification are to correct clerical errors only, and add no 
new matter. Speci Tically, the spec \ fication was amended to remove the word "be 
between "alkyl" and "substituted* in the descriptions of formulae I, III and V. In 
addition, the typographic error at page 44, lines 1 8-20 has been corrected according to the 
Examiner's helpfu! suggestion. 

2) Claims 

Amendments to the claims corrected inadvertent discrepancies between claim 
dependencies. Fui ther amendments corrected clerical errors in the recitation of C -C $ ; 
alkyl groups. As uTitten, there was no literal antecedent basis in these claims for 'said 
C r C 5 alkyl," since the claim recited a "C r C 3 alk> I" previously. 
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III Specific Grounds for Rejection 
A. Claim Objection 

3) Objection to claim 204 

Claim 204 was objected to as being a substantial duplicate of Claim 202. Claim 
204 has been canceled without prejudice, and therefore this objection is believed to be 
rendered moot. 

B) Claims rejected under 35 U.S.C. § 112, second paragraph 

4) Claim 66 stands rejected under 35 U.S.C. § 1 12, second paragraph as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
the applicant regards as the invention. Claim 66 has been amended to depend from claim 
58 rather than claim 59, and therefore it is believed that the appropriate antecedent basis 
for "R 3 is C, to C 5 alkyl" is now present. 

5) Claims 131 and 132 stand rejected under 35 U.S.C. § 1 12, second paragraph as 
being indefinite for failing to particularly point out and distinctly claim the subject matter 
which the applicant regards as the invention. Claim 131 has been amended to depend 
from claim 125, and thus it is believed that the appropriate antecendent basis for "R 3 is C, 
to C 5 alkyF' in claim 131, as amended, and "R 3 is methoxymethyl" in claim 132, as 
amended, is now present. 

6) Claim 134 stands rejected under 35 U.S.C. § 1 12, second paragraph as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
the applicant regards as the invention. Claim 1 34 has been amended to depend from 
claim 133, which in turn depends from claim 125, and thus it is believed that the 
appropriate antecendent basis for "R :> is methyl" in claim 134, as amended, is now 
present.' 
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7) Claims 198-201 stand rejected under 35 U.S.C. § 1 12, second paragraph as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
the applicant regards as the invention. Claims 198 and 200 have been amended to depend 
from claim 192, and thus it is believed that there is appropriate antecedent basis for "R 3 is 
C,-C 5 alkyl substituted by alkoxy" in claim 198, "R 3 is methoxy methyl" in claim 199, 
"R 3 is C r C 5 alkyl" in claim 200, and "R 3 is methyl" in claim 201. 



C) Claims rejected under 35 U.S.C. § 102(b) 

8) Claims 1-12, 19-23, 31-40, 50, 58, 66-79, 89, 97-107, 114-118, 125, 133-146, 
153-156, 164-174, 181-184, 192, 200, 201 and 203 stand rejected under 35 U.S.C. § 
102(b) as being anticipated by Curie et al. (WO 95/25717-A1). For the following 
reasons, the rejection is respectfully traversed, and reconsideration of the claims is 
requested. 

A genus that embraces an undisclosed species or small subgenus will only 
anticipate that species or subgenus only if the species can "AT ONCE ENVISAGED" 
from the formula (MPEP § 21 3 1 .02). Currie et al. provides a large number of potential 
compounds, none of which are exemplified. There is no guidance to one of ordinary skill 
in the art to arrive at the compounds of the instant invention. More specifically, Currie et 
al. does not teach or suggest the 3-hexenoic and hexynoic acid compounds of the present 
invention. In fact, other than the generic definition of the substituent "X," no unsaturated 
carbon chains are exemplified. Therefore, it is respectfully requested that the rejection 
under 35 U.S.C. § 102(b) be withdrawn. 
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D) Claims Rejected under 35 U.S.C. § 103(a) 

9) Claims 1-201 and 203 stand rejected under 35 U.S.C. § 103(a) as being unpatentable 
over Currie et al. (WO 95/25717-A1) and further in view of Hallinan et al. (US 
6,334,483). For the following reasons, this rejection is respectfully traversed. 
i. Currie et al. does not suggest the instant invention 
Currie et al. does not teach or suggest the six carbon, 3 vinyl and 3 acetylene 
compounds of the present invention. In fact, other than the generic definition of the 
substituent "X," no unsaturated carbon chains are exemplified. 

Currie et al. describes, at Page 4, line 1 to page 5, line 10, a large number of 
compounds embraced by the generic formula (I): 



Currie does not, however, exemplify double or triple bonds in the carbon chain. 

See MPEP § 2144.08 Obviousness of Species When Prior Art Teaches Genus 

The fact that a claimed species or subgenus is encompassed by a prior art genus is 
not sufficient by itself to establish a prima facie case of obviousness. In re Baird, 
16 F.3d 380, 382, 29 USPQ2d 1550, 1552 (Fed. Cir. 1994) ("The fact that a 
claimed compound may be encompassed by a disclosed generic formula does not 
by itself render that compound obvious."); In re Jones, 958 F.2d 347, 350, 21 
USPQ2d 1941, 1943 (Fed. Cir. 1992) (Federal Circuit has M decline[d] to extract 
from Merck [ & Co. v. Biocraft Laboratories Inc., 874 F.2d 804, 10 USPQ2d 
1843 (Fed. Cir. 1989)] the rule that... regardless of how broad, a disclosure of a 
chemical genus renders obvious any species that happens to fall within it."). See 
also In re Deuel, 51 F.3d 1552, 1559, 34USPQ2d 1210, 1215 (Fed. Cir. 1995). 

In the instant case, Currie et al. does not direct one skilled in the art to make the 
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instantly claimed compounds. No example in Currie et al. has a double bond in any 
position of the carbon chain. 

ii Hallinan et al. does not teach or suggest the present invention 

Hallinan et al. describes compounds of the general formula: 



O 




(I) 

Hallinan et al. does not teach an alpha alkyl group in the carbon chain. 

Moreover, of the thirty-two exemplary compounds described in Hallinan et al., 
only one example describes a double bond (Example 7, column 18, page 10). This 
example shows a 2-fluoro hex-4-enoic acid, that is, a fluorine at the N-terminal end of the 
carbon chain. Similarly, there is only one example of a triple-bonded carbon chain in 
Hallinan et al. (Example 8, column 19, page 11). Again, this compound shows a 2-fluor- 
hex-4-ynoic acid, that is, a fluorine at the N-terminal end of the carbon chain. 

Hallinan et al. does not teach or suggest the halogenated compounds of the present 
invention, where the halogen substitutions are only provided at the double bond (that is, 
at the 3 or 4 position), or at a substituent at the alpha carbon. Therefore, one skilled in the 
art is not guided by Hallinan et al. to make the compounds claimed in the instant 
application. 

iii Currie et al. in light of Hallinan et al. does not teach or suggest the instant 
invention 

Currie et al. does not exemplify double or triple bonds in the carbon chain. 
Hallinan et al. does not teach or suggest alpha alkyl compounds. There is no motivation 
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to combine the teachings of Currie et al. with Hallinan et al. Although Hallinan et al., at 
column 3, line 3) refers to Currie et al., along with eleven other references, the Currie et 
al. reference is in the "Background of the Invention," and thus are distinguished from the 
invention described and claimed in Hallinan et al. 

iv One of ordinary skill in the Art would not be motivated to combine Currie 
et al. with Hallinan et al. 

The instant specification provides the following background at page 3, 

lines 1-6: 

Various attempts have been made to improve the potency and selectivity 
of NOS inhibitors by adding one or more rigidifying elements to the inhibitor's 
structure. Publications by Y. Lee et al (Bioorg. Med. Chem . 7, 1097 (1999)) and 
R. J. Young et al (Bioorg. Med. Chem. Lett . 10, 597 (2000)) teach that imposing 
conformational rigidity with one or more carbon-carbon double bonds is not a 
favorable approach to impart selectivity for NOS inhibitors. 

Thus, at the time of filing of the instant application, at least two literature 
references were available that taught against the use of carbon-carbon double bonds, such 
as those taught in the instant application. However, unexpectedly, the addition of carbon- 
carbon double bonds in this case added improved potency as compared with the 
compounds exemplified by Currie et al. 

Therefore, one skilled in the art, at the time of the filing of the application, would 
not have been motivated to combine the carbon-carbon double (or triple) bonds disclosed 
in Hallinan et al. with the compounds disclosed in Currie et al. 

v. Hallinan et al. is commonly assigned, and not available as prior art more 
than one year from the filing of the instant application priority date 

Hallinan et al. was filed on January 31, 2000, and has a 102(e) date of January 31, 
2000. The PCT publication date for Hallinan et al. was September 16, 1999. The instant 
application was filed on September 15, 2001, based upon a provisional application filed 
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September 15, 2000. Therefore, Hallinan et al. was published less than one year from the 
filing of the instant application priority date. 

Hallinan et al. was assigned to G.D. Searle & Co., Chicago IL. G.D. Searle & Co. 

is-the predecessor in interest to Pharmacia Corporation, to which the instantapplicationis — 

assigned. Each of the inventors in Hallinan et al. and the instant application were under 
an obligation to assign their rights to G.D. Searle & Co., or Pharmacia Corporation (as 
successor in interest to G.D. Searle & Co.). Therefore, 35 U.S.C. § 103(c) applies to the 
instant rejection, since Hallinan et al. could only be asserted as 102(e) prior art. 

IV. Allowable Subject Matter 

10) Claims 202 and 204 were indicated to be drawn to allowable subject matter. Claim 
204 has been canceled without prejudice. Therefore, allowance of claim 202 is 
respectfully requested. 



V. Double Patenting 

11) Claims 2-24, 30-52, 79-96, 107-124, 146-149, 151-155, 157-163, 174-177, 179-183, 
185-191, 202 and 204 have been indicated as objectionable. Specifically, claims 7-24 
were objected to over claims 35-52; claims 4-6 were objected to over claims 32-34; claim 
3 was objected to over claim 31; claim 2 was objected to over claim 30; claims 79-96 
were objected to over claims 107-124; claims 146-149 were objected to over claims 174- 
177; claims 151-155 were objected to over claims 179-183; claims 157-163 were 
objected to over claims 1 85-191 ; and claim 202 was objected to over claim 204. 
Claim 204 has been canceled without prejudice. 

Claims 7-24; 4-6; 3; 2; 79-96; 146-149; 151-155; and 157-163 are directed to 
compounds having the cis (Z) conformation. Claims 35-52; 32-34; 31; 30; 107-124; 174- 
177; 179-183; and 185-191 are directed to compounds having the trans (E) conformation. 
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These claims therefore represent different molecules, and thus are not 
substantially the same claims. It is therefore respectfully requested that the double 
patenting rejection be withdrawn. 



VI, Conclusion 

For all of the foregoing reasons, it is respectfully requested that the rejection of 
claims 1-201 and 203 be withdrawn, and the application be passed to issue. 

If the Examiner believes a telephonic interview with Applicant's representative 
would aid in the prosecution of this application, he is cordially invited to contact 
Applicant's representative at the below listed number. 

Respectfully submitted, 



Pharmacia Corporation 




Corporate Patent Department 04E Reg. No. 43 ,864 

800 North Lindbergh Boulevard (314) 694-9094 

St. Louis, Missouri 63167 (314) 694-9095 (facsimile) 
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